Physical Accuracy Leads to Biological Relevance: Best Practices For Simulating Ligand-Gated Ion Channels Interacting With General Anesthetics.
Efforts to detect binding modes of general anesthetics (GAs) for pentameric ligand-gated ion channels (pLGICs) are often complicated by a large number of indicated sites, as well as the challenges of ranking sites by affinity and determining which sites are occupied at clinical concentrations. Physics-based computational methods offer a powerful route for determining affinities of ligands to isolated binding sites, but preserving accuracy is essential. This chapter describes a step-by-step approach to multiple methods for identifying candidate sites and quantifying binding affinities and also discusses limitations and common pitfalls.